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im$m4 ] b hxK#3 -b Ko* x- 

2-^7bxirrj>s^«iaao^ftttffl^!ii3. io 
imm. 6 J a - b Ko^^^^ygsm^A^- 

ft. 

imm j Hist o-^m^^x^ i o o 

imrns] ^mt^a-)vm.(nmL^%ifi oo 
/o-es>i.iii*Ji7E^^»tta^!Bs. 
itmmim.&ttwmA^imTSffm. ooo~ 20 

#10 0, 0 0 0T'ftSa*JB6Em^JiCl^J£!a. 

[SMlO] Sft¥^H 1 S* 5 * ! j2 0, 000-5 
0. 0 0 0T'fc£ft^9lBf^miflj£ft. 

[ifiPSl 1] LHHU©Ss£flo!>*iS 
5-oxo-Pro-H i s-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
(5$4^ Y(±DLeu x DAIa, DTrp. DSer(tBuh D2Nal£fcH; 
DHis(IinBzl) Sr^L. ZJiNH-CzHs ££»±Gly-NH 2 £3S 

imm 1 2 3 m-^^5K3S8<o*^^ isivmmttms 30 

«sc7)#fiLSfi ( ) bfz 0 5 0 - 9 0 v>f ? nt/P 

[W*)B1 3] b Ha^fv"f7hxS!^fdi-eoigtLH 
-RHfggft £ ii* OBa&Utftt 3 *t4 L 4 ft 3 
T'*>&«^3E®^&ttfflfie!|?3. 

com< 1 4%(w/w)*>£> 2 4%(w/w)^$flSH^l 
3BS<0^Kttfflfig!|Jj. 

vmm. 1 8 ] 4i{*rt^(stt^'j-7-i^i^^jgfcj: 

b Ka^yf7 Fxg?£fcJ;i*<0i&£^rtl>ir«8iS 



ia*«i 9i ±w&mmztz\tt<o^&wm®i 

imm2 1 1 rnmimL<o&mms.mttix 
imm 2 ) m&3mt<?&iffi&m£ttLx 

%Z>m&M&. wiimfEttS.. T&ftffiE. ?m®>8. 

imm2 3 1 zmfewmcot fo*w-? hx&ig 

[ft#JB2 4] bFo*i^:?Fxjg-*ttJ.e<Oig£ffl 
imm2 5 ] b Fu*y*7 Fx|g£*;Ji<?-<0££ffl 
[ft?£S2 6 ] 4ia^tt^7-f-K^b Fo*i^7 Fx 



imm2 7 ] *^tt*/c««a*^ttT-*)l.if*)S2 6 
W&^^tt^T^-FcDb Kn^yf7 Fx^Jg. 
[It3cJS2 8 ] &m£&<71- FOb Hudf isi-7 lx 

[0001 ] 

imvmt&mtittm win ^astt^^ 

[0002] 

[fi!*<0S«] ^mi - 9 7 3 3 4^ffitJi, 4iS 

fcJ:V-e<0S!iiffi*^$ixT^6. GB220993 
7-§\ GB2234169^-. GB2234896^. 
GB22 5 790 9^SfcJ:^EP6 26 17 0A2 

*m\t LtMto*w±z<mm£m?rsZixx^ 

5. W09 5/1 57 6 7-t^SWi. cetrorelix (LH 

-mryfi-xh) oxy^yg^ (^^SfS) is J: 

[0003] 



3 

a. 

[0004] 

8tt;KlJ-7-<7)!tttt*b Ko*W7 hxKcoaSs&I«fc: 

[0005] ( i ) &®smm 

tttitcote. b Hn^i/t7 hx8£ fcte-e^JgfcJ: 
StttttJSI*). ( 2 ) ^a&ttm&^SStt^T^- h"C 

s>£3fs ( i ) mm<mmmw>, o)±mxsmi 

ft* (4) bKa=Sfx^7hxR*>'3-bHn^^-2 

-^7 hxirc**jB ( 1 ) mmcrm&&mL®). 

( 5 ) £ftrt#ISftttf Uv-tfa-b Kn^fy^iffy 

Ka^ftT-S)i>« ( 1 ) mm.mm.mim. ( 6 > 

a-b Yx3*is*)VX>mm^i} t ^-r>)3-)Vf8i 

ft&KX'bh& < 5 ) immmmm&m. ( 7 > & 

&fc a-y^coffljStrt^aU 0 0/0~4 0/6 

o-ej>i»^(6) jaie^^teitm^ (8)?L&t 
3~*ft®ttj£e*%ft< l 0 o/ox-hhm ( 7 ) 
«£«co»Kttffl«%. ( 9 ) ffi3^Sg¥«j#7ft 
tf#>3, 000~#J100, ooot&sss (6) jbib 
«*>ffefttttU»ik <10)£ftre*mbP»2 0. 

o o o~5 o.oo ox-hhw. ( 9 ) jgiefjcDtfcRttifl 

fiKft. ( 1 1 ) LH-RHSI®**^ 
5-oxo-Pro-H is-Trp-Ser-Tyr-Y-Leu-Arg-FYo-Z 

YtiDLeu. DAla. DTrp. DSer(tBu), D2Nal£*:{i 
DHis(I nBzl ) £^ L > Z{iNH-C 2 H 5 £ £J±Gly-NH 2 £^ 

*. ix-mtih^ri-yx-bm < 3 ) «ek<^& 
(i2) m^nmPitfrx^vmmt 
s&frov&ftft ( a > o 5 o - 9 ov >f ? o 

**TJb*Sl (6 ) JBIEK^M»K!B!i. ( 1 3 ) b 

*<7>&<^;Wt#3m&^L4tt3T'2b&SS ( 3 ) « 
ISB^&ftttfflftfek (14) &Jfcttfil£fttK LH-RH 
!8^tfc**:«i'£tf)ig# 1 4 % (w/w) frh 2 4 % (wAO^fT 

siu.® ( 1 3 ) mm<r>wmmmii. (i5)±g 
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(i)mm<rteiii&mm>. ( 1 6 ) mmx't>&& 
( i ) mmmm&wm. ( 1 7 > zmmam* 

mk~thztzimt^&t£ ( 1 ) mmotm.was$. 
wmm. (is) ^rt^ttdfj v-itji-eco 

10 u xux'^mmzmz-t&ztzmitt&m ( 1 
7 ) mmn&mimfs.'fartmmm. U9)!tw&& 

zxmwiX'h&m ( 1 8 ) mm.<m&w&m<nmik 

8L (20) 4iSStt!fe«OiS*tJSS|lS»* fc*il?fc<0 

&x'hhm (17) JHiemossjtft, ( 2 1 ) ( 1 ) 
mmm&m&m^tx^hmm. (22) m 
( 3 > mmimftmm.mttix%m3jm. 

20 fcti&jgffl. (23) ^®Sttftfi^)bHndf^7h 
xmgfcj;t/4iftt^jge^yv-^/v:Ji-ei0ii^^W 
LT^^JJcttifi^Hj. (24) bKodfv^hx^ 

hc^m%mm<^im®&ftzm?&im. (2 

5) bKndf>-^7hxei7t<i-eiOlS^fflv^::t5: 

|6Lt-f (26) ^avStt^r^- K<7)b Kn^j/ 

i-y hxKJg. (27) *S1±^^«iabk^ttT'*s^ 

(26) mmmmm^r^- nob Ho^yt? h 

30 xiSS. J:tX ( 2 8 ) ^aStt^f- H<0b Ha4f ^ 
^7 hx^Jg^^WLT^-S^ttm^t'Sr^ttl- 

[00063 (29)hKD^yf 
7 hxBg^^Ji-f-^Jg^S^ft^aatt^T*^ 
(i-e<7)JSlt;KC^LT^l-^7^K tf*L«i*5 
l-^2t;PT$>l»^ (2 8) JHea^Sjttffl^!R3, 

(30) 4ia«tt!l«S^ti^c7)JS^^tf?gJrt7|cfflt 
4iflcrt^»tt--}fJ^-tJJ:lfb Ho^-^^7 hxg 

40 sBaL. K^xmmmz^&ztzmitTr&m ( 1 
7 ) mmmmmM<rm&m. ( 3 1 ) b ho^ 

^7hx^fc«-e(7)JS?:^tJ?SS:rt*ffli:L. 

L. ac^T4MKHft^^iHMtft&^MI4 17) 
«IE®^ftttffl£^SjSa. (32)4US£tt^7- 
^-Ki^Ji-eolgfcilXb Kn4f x^-7 hxS±^(±-e 

t-rss (28) ig^Ko^atttffljsiu^Kjia. 
so v ( 3 3 ) jgja^*&&<*+iaiffi-efcss ( 3 0 > 



(4) 
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[0007] *^BBTffli-^/ii.4a?gtt!Bm{i. ass 
T^Ffl^T'i^Tf-Fft-afeT'tJu. fftrf-K 

< . ^«*«;3 o 0-H&4 o . ooo. mt<um 

00-Hft30, 000. 2^C#£L<tiifc5 0 0-Hl«> 

20,00 o^sgtt^r^- v%t'tfimx'$>& 
m£.wis&<.7i-Ftix\i. muz. ftfH&fcM^ 

y&aj*/«y (lh-rh) . jyxoy^ v~?hx 

h-rh) . 7D7?fy> xym^ify, nv 
&®*/i^y. y^/iMFJilgtivi^y. WW* 
tyftHttvi^y. WflSfOSrtvi^y. fS#«&£*/P 
ty, IB^JilSI:*/^^. AyTV^y, 
y. tfyi^F-y. #xM)y, -t?ui->. /\*y?w 
^hm $y. ni/^h^^ ryv^x^y. b 
FUSS?? F-yy. bFfcS^tt^F Fuby. xy 
y7r'jy, xynn^^y. ^-a^F/t^^y. 
h^y. tMtstMx^y, iMti'y. iMtf-A'J 
y. i&js&ttB^ mmmt. mmmzm-. an 

y. -a-Dfyyy, tyl/WX 4> 

e?. «^«h^. xyK-fe'jyjsffittffl£*rrs's. 

^ y F ifcli? 5^ y F nWmVfk fc'*W*>it 

m. mmm. mk. «®l mm. *-?igso . 
m. -rw*>m. h>j7/\s*awm$) %t't<?>m& 
mm&m (mmmmmt t>m-& > 

>?A. v^*^A3^T/i^y±S&JB&fc')^^ 
^(ftRlMnHBSJ: (flk b'Jx^PT 



* [0008] W&3m i &<71- Kcoif £ LUMfc LT 
(±. LH-RH^flrffcoT. *y«ytt#1B)lft. 
*ftctt*^y«c#tt£ (flk midSaS. H 

£fc»i-£?)iSAW^>ft£. $^>ttt*^y^ffi#tt 
10 T'*&^LH-RHSgttT'ft&Stt^^«iSttB^5: 
t'tc^T3!)^LH-RHS|#«ct3t«-?-^t>*{f^ 
h. LH-RHg|^«c^Jt«^<OScOft^0«i:LT«i. 
6Uif, hU-h^yh^-fX GnRH 7i-Xiy: 
3yh7A'-y^ T y K /*— 7M X ( Treatm 
ent with GnRH analogs: Controversies and perspecti 
ves) {rt)Vr;y rWVvis>y ?)V-T (80 
(The Parthenon Publishing Group Ltd.) Mrl996 
^] , ^¥3-50 3 165^«. £ff3¥3-10 
1695^-, ^7-97334^,1:^118-2594 
20 6 O^&fgft ifiziSM^tlX v^^Tf- HS^W^it 
!». 

[0009] LH-RHW§#tLXii. LH-RH7* 
3-X V £ tdi L H - R H T > 9 h Hmf^tlh 

t>K LH-R\\T>?3-xytix\±. mm. -« 

X-D2Nal-04Cl Phe-D3Pal-Ser-A-B-Leu-C-Pro-DAlaNH2 
C^+. XJ±N(4H2-furoyl)GlytfcJiNAcSr. AJiNMeTy 
r. Tyr. Aph(Atz). NMeAph(Atz)*>^>gHfitl.^5:. 
B(iDLys(Nic) x DCit. DLys(AzaglyNic). DLys(AzaglyF 
30 ur). DhArg(Etj). DAph(Atz)fcJ:tfDhCi frt>Mtftl& 
CJiLys(Nisp), Argi7t«±hArg(Et 2 )Sr-?-rt-P 

Ztfmmtlh. LH-RHT^-XhttXit. Mi. 

a. nsa cm 

&-oxo-Pro-H i s-Trp-Ser-Tyr-Y-Leu- Arg-Pro-Z 
C^4". YJiDLeu. DAla. DTrp. DSer(tBu). D2Nali5j: 
lfl)His(IiiiBzl)*^S<ftLSaffi^. Z{iNH-C 2 lfe^^i 
Gly-NlteiSr^il^n^rD Tmh2tlZ£M&&'<.T1- 

40 ZjWJH-CzHsT'fcS^T^-r-' (BP*>. 5-oxo-Pro-His-Trp 
-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-CaHsT'^Stl-l.^rf- 

[o o i --e i-wjmg^wnztim^&imit&n 
taix-hh. 



N(4H2-furoyl)Gly : N-^F^b F'070'f ;^"J s sV 
NAc : N-Tbf-;l^ 

D2Nal : D-3-(2-^7^) 75^^ 
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n-(5'-(3'-T5y-rH-r,2'.4'-h'jry'j;p))7x^;pr7- 



H-X (5' - (3* -7 5 7-1 ' H-l ' . 2' . 4 ' - HJ 7 V U ;>/) ) 7 x - 



(5) 

7 

D4ClPhe: D-3-(4-^UD) 7x-/U77->Bi3£ 
D3Pal : D-3- (3-f V i?>V )7?-Vl 
NfeTyr: N-^^H-Di^yJ 
Aph(Atz) : 

NMeAph(Atz) 

DLys(Nic) : D-(e-N--3f /^l') 'J^yJ 
Dcit: D-vh^'Jyg^ 

DLys(AzaglyNic) : D-(7f/ l J^-afy>fA') 'J^V^ 
DLys(AzaglyFur) : MTIf^y >^75X/U) 'Ji^^S 
DhArg(Et 2 ) : MN.N'-yx^yWtf^T/l^xySB 
DAph(Alz) : D-N-(5'-(3'-7 5 7-1'H-l' ,2' ,4'-r- U 7V',W) 

DhCi : D-*t v- b ;H> ySS 

Lys(Nisp) : (e-N-^V/ot^) 'Jy>^ 

hArg(Et 2 ) : (NJ'-ylfW^tW-yH 
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-ecOffiTSyiEtcML. B^-C^-fS^. IUPAC-IU 
—^-xT— (Commission on Biochemical Nomenclature) 20 
D— (European Journal of Biochemistry) S£138^. 9 

~3 7H (1984^) ) izzm^ttzimzmiztiv 

[0011] *fttyizm^t>tlZt Kn* x-r7 r-x& 

-t-7fuy<?>m%&smizi^>(?)7m&ti^<7)i>j 
)v#*is>vmm&LtLi><r>~?t>b. tot. 

i/>vm<rMm iJ )- 7 ? u vm<n l&b 2 fire* 6 -ett-f 30 

P Ka ( P Ka = -l ogioKa. KatiigSBtSa^ 

mt) <?)'i^i><m#±L\,\ *Lxwm&(r)i>(o 

*?;-)\<m) iz*imx$>2>i>cr)wmii\ r r 
tva-jvmizBimj kimu$*?s-Mzftix 1 o 

z/-LmXhhZttW*th. _h!E?)t Kn*^ 40 

7r-xg^ttfl«OpKafcl,-Oi. 3-t 

-77 r-X&cOffi ( P Ka = 2. 708, ^ffi^ 

mm ik a*-fb^. ie»4 4¥9/!2 5BMr) 
ff)*-imt>tix^&#. tvn*is%Mjme>3m<?>m 
tfiiwpK a -sjeKr* zttzx ^xmmxa&ii-* 

idfic&fttttpK a*>'4fiUiTJ>S<7)tC^LTo-t K 
a*S^cJ&S»(-tUf-;m)OpKa ( = 2. 75 
4 ) li»Bt^hSV». «-*T« JJE1 4«<DlHxteo& 



US. 1-t Ko*y-2— r7SxSi>J:i;2-tK 

D4f^-i-^-7hxife!)>mLv%. §f>fcii. ^7? 
py^3&<7^e*§«#>\ 2&.<D^miz^)vm^ 

)l-mtf&£Lti3-t Hodfv-2-^7hxK*5Sfig 
bKo*^77hxg&iigTj>->Tt>M\ & 
fcbTli. {SUtf. (0!). 7 hi) -7 A. #y»7 

y ±nb&sfrfc' ) ^frausa ( «, by x^r $ 

*) &fc'fc?>ig. *MZ3ffiZ£m (M. ft. M& 
t') fc^£fcJ:tff8g&fc'aW£»*il>. 
[0012] *fSBJ!^a«1x!B)B(Ob Ho* 

W"7 hxB^^PS^S:0iK-r«.. 

( i ) t Ko=jf zs+y him^Acmmmme^^ 
mn*yim*7J*izwLx®.mzit. zLxmmz 
-frs. K^x-iipm&mmzmLxmint kq^w- 

Lxi *y$.mfihitx . » «l 

i^it^tuzmtiumm^tit. mm. a-* 
v-x.yrxv-?-%£*m^xn£mzmi%tf 

mzmummiz. mmLtifcaimiz^mTot 
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[0013] smmnmot hxias 

fcf. a-bFo^vtytf/l^yKS (04. 
&. ?LK^) . a-bKo^s^/PtfySgl (0«. D 
y^K) . a-tFa+i'h'JAMJyi (01. ?xy 
K) ^<0a -bKo^^tfyl^coimUia^ 

-L-*0l* ; W yi£fc:ftfiim 

(01. x^y-vMylfe*fiisrt*gO fc^fflv^ 

[oo 14] */-?-<o&£«5$fcL-ai. ^y^A. 

bFn^s^yj&jMO/IHL a-b Va*t$s&&Mt 

*stt+'&*3r*-4*£. D-. L-. DL-ftOlvf 
ftfcfflwCiJ:^. .rft^+T-i. 
i£fi£ttU:TF. i^U (5^tF-co-/ya'J 

h) . #y (M-co-/»j3-/m) *5v^iaK 

*) S^^'Jv- (ftfi^tt) £tStSrf&. £fc?LS£ 
**#yv-U*|JStefk tf'JILBL 

S*§£#J>I>) . ^y (a-i/7/7?'J;H!!XXf 

isjvmtt-t&mz- ro? ->i>mmi&xh 
h . *LteNjtw&x y -?-itmx'h ~> x *> x v s t l 

y ±n&JS&fc' ) (09. h y x^r 5 y^ 

wfnar $ ysu r/^xynoigattr $ ;wm > 

&fc'fc?)ig. 4*»3®£&S (09, ft. MKrif ) 

-?-ttxmt-^*j^-^m.^^m^m^. * 

<offlj£Jt «*noo/o~#>4 0/6oaw 
.$'[,'< . i» 10 or/0^5 0/ 5 0^' J: 0#rL vv. 
ifc. ffljSibtp'l 0 0/0T'^fLK*t--K'J-7-t«F 

[ 0 0 1 5 ] it r#Lj&-/y a-;l«S-^j Oft/MS 

/L-ft (t^/trt-%) #£>7 5/2 5~to2 5/7 



6) f^FR 1-2 69094 

1 0 

5<T)$m<?){>0>im& U\ .I?)D-ft/L-ffc 

li. 8tto6 0/4 0-#>3 0/7 0?)gB 

wsa^^^fiji. mn. to 3 , 0 0 o~# 100. 

000. #£L<i2#3, 000-^60. 000. $ 
^.tcff^L<Jito3. 000~to50, 00 0.#tfi 
4L<J±#2 0, 0 0 0~*>|5 0. 0 0 0<0t>O#fl§^ 

am. ai^toi. 2-4^4. oawaix. 
10 toi. 5-3. 5*mtz#iL\.\ m i"sjg-/'jn- 

filt(/5A) J>7t0a^2 0~^10 0OA£inol 
(v>(;nt;|,)mi<. ££>«±#4 0~*<7lO 
OOjuboI (7-f?Dt;P) tmtzft£U\ *HBHW 

ms^^H-mn , 110, 000. 707, 0 

00. 455, 645. 354, 000. 189. 00 
0. 156, 055. 98, 900. 66, 437. 3 
7. 200. 17. 100. 9. 830. 5, 870. 
20 2. 500. 1. 303. 5 04«01 5aS<0*#ffcK 

7h/77^- (GPO T-^Ur^yxf-wy&W 

PC^S(*y-S. HLC-8 120GPC. gitB^f 
^i^HSJf^tCkS) . GPC*7AKF804LX 

2 (mmiM) zmmi. &®mix?nu*)\,& 

[0016] *BBa»fcfc(tSiSSl£7)*;^df >-;i^g 

^ 'J HKO^fcOV ^T^S t . sK 'J WmgJ 
5NJg^T-bhxhU;Kv/v = 4/9 6) S?S2 
mltC^filL. 0. 0 1M o-^h07i^hK7 

^'yjgiriS (onph) (5NSit/r-fehxh»j 

/P/X^y-;l/=l. 02/35/15) 2mlfcO. 
1 5 M 1 -X.^)V- 3 - ( 3 - ^f-;PT 5 /7ot 

iv) -ijfo&JA 5 F^S^?^?K ( try ^y/i?y- 

;N4v/96v) 2ml$:JpxT4 0'CT3 07>S[K 

nm*dt (4@) Lfctt. 

40 7th^h'J^2m 1 TlgJffU 0. 5mol/l<OX 
^ /-;Ht*iHb& 'J -7Ajg?g 1 m 1 SriDi.T 6 OXX' 

3 0t>»E$*S . RJE?K£ 1 . 5 N^Wtiti- b 'J -7A 
*^fgT-*«?LTYm 1 i:L. 1. 5N*Rflrf-hy* 
A7icg|jg^at LT544nm«i3lfigA (/cm) 5r 

-ecOiSKi*;^^^^! Craol/U7;WJ)S 
5&?£tf>. i!tONPH7^Hbffi-CDL-|LKbK7 
xKtLJtfc^<054 4nm«btJgSr B (/cm) t 

-rats. a-^<o*[i®fi (/5A) fc^o<ojsgi<7) 

50 ijJl>X*i')l^*/ummTcO&£X'$#>t>ti&. 



1 1 

[COOH] (mol/g)=(AYC)/(WB) 

[ o o 1 7 ] ttz. m tti)vmi')v&&i MMkm 
swj h^xy-r-t f 9;-)\>m&m 

->X*#>tzm: r T)Vti 'J m%mz J: h*H>#* 

fij mfe^XV^XriVl&vMft 

m^^my^itrnx-^M-rhmmtL^. &m 
i>h^ism^/^^>^mzx^x±^<^tt?> 

oj^*;^x;l«ft$r^< "TS i t lz£ ->xm& 

imz%<?izttfX'Z&. l*>u m&*>i>x*i/ 
«-e-^ffljjLb^-c*>s. zomz. mm mi 
-b-rztz\t. tm-rv^-frmmsmoms. ±m 

iOSfi¥%^a* { ^2 0, 0 0 0-H&5 0. 000 
X\ fr-omttDm* isrV&Mitfft 30-^)95joimo 
j?iL<ll^4 0~J!l95jiimo 1/g. i 0 
ff^L<lifi50^90//mo \/sX'h2>X0%M 

(flL D-fLBL L-?UL DL-?Ug&fc\ *$£DL 
-SJKrtfiflff* U>) ##2 U\ 

[0 0 18] IS r?yg-^»j 3 -;l-jggr^j Ji. mi 

me 1-28 5 2 1^-) J&SHi^f-Kfc^ya!/ F 

(Encyclopedic Handbook ofBiomaterials and Bioengi 
neering Part A: Materials, Volume 2, Marcel Dekke 
r, Inc. Vm*)X'W3kX'£Z>. ±M<WMn<?>ffiim£ 

Miiz£~>xne>ti&mi&te. nt>tim&&c7)j&% 
(.zmzntfrx^i'ii&ziiix^&ttm^^w. 

Mttf.EP-A-083952 5^fcia®^ill*#B? 

/i>m ^>im&£ii-tz>m£mzmfr& zttfix-z. 
ztiim^hzkiiX-tz. 

[0019] ±fi«0 t^£.W&>i)li>X*is)mtt 

■th%tk-^jo-)\,m.^i¥i wimcrmmk mi 
nmmwrnm^m. mm 6 1 - 2 8 5 2 1 

( 1 > t~r. ^^m^fim^^m^h.tzh Fo^yt 

/^tfyfigg&gft m. d -HJgtert-y^. l- 

as^ > V)v% t' > 4 Jt hit* i/frwmmzixrz. 

yyyK 2-bFodfvXf-;PvoyKi>tert-y^ 



7) &§B¥1 1-269094 

1 2 

3rfc*> 0#?TF. fi£M&£fflVvc^#xXT;Mfcl^ 

fctFo^ty^tfyB^ftj £fc«± r**#* 

isnmtmmztdzt v^^jin^ymm^i t 

fcL tilVif^islvm (-COOH) #7$F 

(-CONH2) -ft*3t«xXr;K-COOR) 

freest Yu^jjivxvmmwbzwm huh 

If. ^T't, (-COOH) #XX-f 

71' (-COOR) rt&ftT^St Fo^x^/Mfyigg 
10 ®tt&i'*<#iLV\ 

[0020] ddt'XXT/NcfcttSRt LTtt, Ml 
ii. .*?-7k x?-/k n-Tnfcf/K 'fyrotyk n 
tert-yf-;^t'^Ci-6T^/Pa. 

(T>V 3.-IV- C 1 -2 T/P^a t L< t± a — f 
f-/l/&if<7)a -^7^-;P-Ci-2T;P^^^:t'^C 
T-i47?A^ r A«SrifMbH > &ni. ^ft. tert- 
20 7^*. <y>?yu«*if*«ff i L^. g[ «ixf 
/Ht^fej ^^.*f^rttc^<fctlo^xxr 

yxxx^^Hn (7^h>-S) 4^{iJl«^xxx^ 

xxx^^ij ttxn. mm. 4mmy7h> 

Wsnythy. ^-*ro7;hx 0-4 v#7 

5HS^^Fy (r-/fD7^HX r-AVo5^ 
30 l-y&if) . 6HS5^F> (d-y\Vn7^Fy^r 
if) , imm^YV (e-*7a??}-y%t') . p- 

[ 0 0 2 1 ] M rn^^'xx^Wt^ j k LT»i. CRI 
[ftl] 



40 




II 

0 



(^+. wtiXxfRHtttiztim-iMmz^x. 
^mm-ttz\i^)v. x^k n-rotf/k -f vr 

ohVk n— t-^-;i'^-k*<0C!-6T;Mr^ 

50 ^ f - F . oeso-7 ^f - F » 3-^ ^-/l-l , 4-5^**^ 
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1 3 



X. fh77i-^X^') . T/l>$.fflm m. h n&ZbifC*&. KftffiHiiMc^fl^ri&CJ: DK 

W** hAxvfc&WBuMu trf^***. h 10 s^AUtS. A7i/'>>AI, jSHfcS&frfc*) £Jflv*4* 

[0022] rs^*& j it. EJffiiZWPmt LX tc. 5**sJ\xM b-MzX hmn&b'1Wifbti& . 

^ a wvm&mt tdiKj&fa*m%%®i& mm. < witr. comz^y : J)vmx^m^ixtz^>v^^)vm 

y*£y. h;ny, *s^y, f*'JX &*+MM, *1W*JKy^-t»IHBcrf*«^» JMMWrtttfy 

ATS HSrif) fcaH*LTffdjB«a^ife*fflv>*itrJ: v-*B»xf-;k ^oo^?^ ?an4uk&&g' 

ramttrc£um*iUF^ic£6 u>s t«fiiBrc* * . mtm-mi ixa. mtamm 

uma±, ami oo~3o o-c-c&o . s?ga^<oj© («. y^fcm. mtm. &tt*.m%t' > *«»u 

zwmwKmm^mt-fhMi&mi&zt' tx. k*hb**l ■ xto?*- m. r 

xhh. wsmt. <mxbiMi8jffl^zmktm nvx^xw mm. 6>«fctert-7>yi^e#a$ 

m mm. t*y>. vtwattv. ?nD*w t&i))\,iz*v)\&*tthx^-*mm*h%i 
%t') iz®ml. m mm. mmm. hvy Mmnzn^j^-^^au^^y. ^vy. 

fVituWmt' ) X-SLttW ±2tt.&. Sftt J: 0 ^ h^x^ £fc»JK Lfc h 'J 7;M-ojSH££SSl!i 

^BfiWsSrSISU'SrV^ mm. T)\,?-)V. MMIX. bh\^iXV~?-*VV7)V*umcmM 

x-T^. ^v7Dt/n-f;^t') 30 LT^iaT'*«)iiBfSJSJ¥-rs;fcT'i»fiis-eg=i». m 

ztct'txtfiMnt. a>fflz#mztct.zi>/i>#*>'>im i<u. mg#m&i±WL£%m.ikiz?T'>xi>£<. -e 

a. fii*^ ^ y-;^t'£7)v^&7-o h ymms mzmtx . ±ii?>Bium%j£iz x otftti/^'j 

i*j(7)ftb y ~/)i>mtf8mz tut h k odf >- -srian*^»Rj£tcf+t^ k i o . y v-^s 

tHvxymmw m. D-aKtert-rw. L-a ftTJ^HFg. m^^rmh\Ht^/ni^^ 

m^yisivtcz) &tz\t*)vx*isimwmztitzt m&zmizmtxmm-?z>zttfx%z>. mvmiz 

v^^Jiiiv^ymmw m. ftubay&jKy a. mm. ep-a-08 3 9 5 25^iztmeoim 

i?)V. 2-hHo^^x^^o>-Bg^tert-7--f-;^ ifeliaidfttMC X ->X'€ o Z. tVX'% 5„ 

i: ) >5rk>'ffli^fil>„ [0025] liflEcoj: oiz LXmt>tifc£.fo?WM&*: 
[0023] ZCOX 0 \Zt})VX* islVmtfUmZtltl t 40 'J-7-{i. »»1^»l5:SjS^-|»^«)^)S»lk Ltffl^ 

Hn^^;^y|HPMc(Mx D-ILKtert-Xf- SCt^*X'#4. S^>Wi5lCSSgfc^§^^«^ 

/I-. L-njg^y^'/^i:) ;^=if^»?:*-r5a^#t±^»coiSjta mm. 

mztitzt v<a*isva>v$ymmto m. ^who W094/1 5 587^«#5S) -riiatr**. * 

yiyXyx;K 2-t KD^yXfyl-vnyiy'tert fc, i^a^^b^fi^ffiltJ: oT30S$rlESIcO^ 

-7^^t') «^SrroF5«31»B»«tffl^*£ -#^^^(E-l>-fc^-^y-a--iWW ! &»WlfiPiitf'?C. 

ktCioT. O^^ftS-tta^ffl^fci o TMflrC* . - 'J yfi- A yfiV>\A A (Boehringer Ingelheim K 

amsmzMsmsmzm-z tizx->x. %t>tit>*. o ^^mtix^h^m^xhx^K z&m 

hztifxzh. mmmm<nm:}Lti i mt>tih)X'b'>xhx<. * 

[0 0 24] (2)&K. ±E(l)«oa^^l5tJ:o 50 <m&mt LX\t. mm . (a) JJBcd^/M^ 



1 5 

ft:. Kt%^t:XV?-Z&.ffi-h. ( b ) ±E<0^ 

vtvmztt z±mftfm*v -?-£immmz 

mMLtzhvHzim (a) T'fl*U:«g<7>S§ifJS (8 
Ud&ft^fc&o£tfl)v-£JiM£-tl>. tcZWmfh 

tih. mm (mm. 6*n&±) m&mm\m 

w^ftmRmtizx^xmK&tf. ±mm®>®£ 
^r^- Ki^{±^oJg«o^. mo. 0 0 1 5 os 

4%. if£L«i&0. 0 2-Hfr4 0fig%. iDififc 

L<«*«»o. i~3oas%. Ai>mt<imi4- 

COJSO^ too. 0 1~8 0Sfi%, mt<im 
0. l~5 0fi*%T*>.?>. 4BKStt^®<7)b Kn^v 

Stt^T-rr-* ((5ft: (A) tm-Z) tbKadf^7 
r-xg «R£ (B) tmh) fcOJg£-£WLT&l>& 

sttta^^^f. (a) t (b) t^is^wtc^L 

X. (A) <7)fiftlt«)lS^5-4<>9 0Sft%. #£L 
«i#10~#8 5Sft%. £*)mL<i±$)l 
8 0114%, &ft:#£L<»il«73O^8 0fi&%T* 
4. £SvStt1*«;fctt±*<7)Jgfc h Ko* hx® 

£tt*<0J&&^l/2~#j2*;k &3/4-H&4/3 

[0027] *&BB?>fi&i&ot^£. is^it^. 

b Ko4f^7 hx&fcJ:tf£ttrt#lgtt#'J-?-c7)H 

z>&mmm>iz~o^x. ^msmm^ 
mtxhhi%&zMizm^xi:mzmKz>. z.<n%&. 
mmwrnimt ixtrnfemmtiK mt tx b h 
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1 6 

^ifit ixmi^iz&^titzm^^rtuzti^ 
xi>. ®immm<nbm&tzi5^xirtiim$>&^ 
izmm<r>*.cv{mTX'& ^a^mmwm^ 0 x w 
h. ebf»<ob Ya*isi-7 hxw&mmymt 
imtimt. mmm^m^miiz^xhimm 

m&miz&K. ^mtmmsmrn^M^z^ts 
mj8.mw£tziz\^ immwm^ix. ±m 

•t&ZttfmtL^. ZntzMztt. 
mmttilttO&t SfiKiSV^b Fodf is-f-7 hx& 

itz&zcomzmirt&cDimti^. mz. 
itztix. *M*y*ft'>izW&x'&£ix^&. m 

*>\±. ±(cb Ko*W-7bxK (»iL<tibHa 

^~>vwm$wx'hhw&ii., 

£fl. bHn^fv"*-7hxec0pKa»i. 0«ttf. 3 
-tHn^y- 2-^7bXgc7)-€-ixJ±2. 708 
^ffig S^S IK B*fl^£. I8«4 4^9^2 5 

{i^'J 3-;H!<0p K a (=3.86tfc«3.83) ^fflgt. 
rS&g® Aft: J: l» i &**ii>*r- ] £ttJimimX'%.M 

40 wmm<v% J *im#>t>tixmmm-fz>c\ttfX'$& 

(Table 4.1 in "pKa Prediction for Organic Acid an 
dBases", D.D.Perrin, B.Denpsey and E.P.Serjeant, 1 
981) . br-'D^^;PStxXx;Pte^tc^LTI±^ 

A p K-a ( O H ) = — 0 . 9 0 
ApKa (I7f/^) — 1. 7 

m<7)P K a {i. ft:ft*,j6v>xxx^^O^-$r 
#SLT. PKa = pKa(ILlf^^{i^U3-;USg) 
50 -A P Ka(0H) + ApKa(I^f^)=3. 06 
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tfzii.3. 0 3tlS&>t>tlh.ftr>X. hKD#-/f7 
hxKJiSJ6( P Ka = 3. 86) . (p 
Ka = 3. 83) . ZL>lzte%&-?Va-Jl&*03 

x\*hk*ttoi* ®mi*frh<r>£. 
Mft&mmiti^iz&mzmfctztizi hit 

-?>an*#8lfcJ: tt-tiXV*; v- 

^x^m^mmmcomta^mztii. tt:. & 

w h z. t . £<* 0a*ix^®Stt^<oS^^O 

HOt Hp* W>7 hxe&££t f &jfctt|flj£!H5 
Kfcft&t Ko*5^-7 hxg!<oaSiJt>luiEOlli*StJ: 

wmmx-bh. 

[0 0 28]*B3«Wtfc(tS r^K^ttj fctt, 

%£4oxMTcom.x\ m%**x4m3imtit:t 

IC> -£<9?8i£l L+^l!M-S1Wtf>Mfc&«2 5mg 
tt. JJBWfctf 25mgJ:9*S<. 5 giaTtffltefc 

w^w&wmfflm<r>®x-bh%&\&. ±es 
\t. ®mzft&zvzzttfX'Zhm^m%ttft(m 

[0029] 
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( i ) *+tagffi 

( i ) O/Wft 

«r£lc*HvCli. i-ftKp^-i^hxl&fcJi-e 

mmmimtz. ^mmmmmcrmm^mzm 
m-ti.im.mmi. m£jf i i2ox;uTX'b&z.tm 
*u\ mmmt ix\t. mix. >\a*ryic&XL 

HJ?doi^x HJSfl^SII?) . x-^MS 

mpLZTMM. mm^>K #8gr^m) . 5?# 
wa-wn mm. x.fj->v. *?j-)\m) . 

mk?mtLxit7i\sa-mmii^. ztiztim 
mizmMLtzmzm&ixhx^b. ztL^ma.<m 
-aT^-a? hfzimmmwz 2%&®m ixm^x t, x 

20 v\ %frX'l>. >\v7>ttMfcAmk7)V3->mt<r> 

ffiSimmx-bh. mrmtfytnmmmtL 

Tx^y-^fflv^^CfcttS^Po^^ykx 

mwzimo.o i-H5o%(vM, «to»^t<<i*«; 

0.0 5~#4 0%(v/v) . #tff^L<{i*«j0. 1~|«> 
3 0%(v/v)*^StfitS. 4ftrt#IBtttfDv-tftfr 

30 Q^^ySr^S^EtL-Cffli^^ HRWWi^ 
0.5--*«j70ttfi% , £*)&£L<i3$)l-$}6 0m 

m% . mtzmi<ii$)2^ft5on&%frL>mi$ti 

h. hHPJf^7bxK^!t»i^(7)lg<0WSJ§iB£+<0 

mmtLxm^ti^. -mumo.oi-^i 
onm%. £*)mi<mo. i-#j5na%.mz 

mL<te$)0. 5~»3**%^3!tf<iS. Z,V)£ 
OlZLXnt>tlfzt KO*yf7 hX|8ifcli-?-<7)J§fc 

p^f^7 HxKi^«^<o«fcJ:tf^rt^|»tt^U 
XtoWzMl. O (Wm) /w (*ffl) x-7/^ 3 y=Sr 

f*§-ti\ v^f^p^r-b^iSri^-ts. dco^o*fa«c 
SJi. HRWfcJinWBf*®^ l fg~#7 10. 000 

£D#£L<(i#5<g-^5 0, OOOfg. tttctF 
diU<«±^10fg~l*i2, OOOfgA^Stfix^. ±ffi 
50 ^TMa+WilLfl^l&jDxTtJ:^. m^Jli. - 



19 

\i^-fhX'i>X\\ &m&i. mm. T-*vm 

m&'&m <*n ywtfhv vj*. xfr'j y&r v y 

iVJ—ytfmenW. 7-{-y(Tween)60. Thy*'* 

-60. HC0-50. B3K^5^X) &fc') . tf'Jb'x/p 

■fe/HJ-X. l^f-V, 4f9f-y. tT^u 
fflv^fi*. ^ft£><04»<Dl®S*\ vKOid^I^ 

&o. oi~iosa%tfMa»r, ?f)tffiL<i±» 
muimmmamtxhi^. wmmrnm 

tfJ:^. KffiiEIIKaU: L"Oi. flxtf. jW7*a 

-/wsl Hir^n-;ps(, mm. -mm. *vztm 

a. twnzwDvn-ivmt i/ca, ^y* 
vyqwEmrtoz-Am* Tytv-tv, ^yh- 

n~)VmbLX\i. mm. *9J-)V. x?y-;k 

y-/imtu\ mommt lxi±. eujf. r 

-XtgoSJagUL mS, tfy9Y-X, v 

y^--x, y;Mf— x, yj»s—x, ? a—xm<r>7\$<. 

tmmtixu. mm. v/n^y*-*, y?* 
y-xmmoEmm. x9**-xmnmm%t'm 

wm5£v*>)im<nwmwtLx\t. mm. 9/uzt 

tfy7hV-$.y. y)V9ovm. ijyJVuv 

m&t'irmut>tiz>. imvTsssmkLxit. l- 
ftwhnx'htuf^-mhm^&ztffTZ. mm. 
r^yy. uJisy. T>v*-ytcZifimfhlx&. z 

(Do*>L-T)^-ytpmu\ ztit><7)im&.mi 
mum^x-mixi*. «&lt«bi/c*>j:v\ zti 

m^t>ii&. mm. ra^ymmmttdi-ry^y- 

v7X?-y~^^m$>km&t^m$Lti:tft>® 

ffi iKmvizft&izLxwmmm&Zithij 
m. u-?y-^y r x\s-9-%zt:m^x%-gjg$: 
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x&*£^®m*mii-z>*m%t'ii { m?e>tih. z 

<r>X o tz LX'&t>hf:'?4 9 a#7±Mm&fr&£fi: 

tepiaixftwiit:®. ~?4 ?a*iT-t>wmmizttm 
Lx^mm^mmmmitzit^^. bKo*x 
i-y hx.mtzitzo&. mmmm. mm*?* 
mmfcx^mmmLmL. mxm%*%t'izmL 
x&mm-tz. mm Jim*. m^n±mmm<tz 
frizwtmm$:toz-xi>x\,\ mmmsmtLx 
io \t. mm. -?y-h-)u, y?v-x, r 
yrym m. %z<r>*.m&£m. 
rvis-yKct'coTSiSM. 7<7vy, 3y—yy%t' 
oyywgZt'tfm^tih. %frTl>. -?y-h- 

ivtfimx'hh. ttz. $mm®. mx-bnn. m 
ix^ 9 utr-ttwomte xx/mmmmiz 

fi->ttJ:^. mt<it. *5#10~2 0X:<OiaS3i 

&(r^TX'*m&mmx^fttz&mftmaEXv 

20 -tt. «ko»*L<«^*i*i^»tt^y-7-<o+ia^^ 
yxm&&jgi)>e>z:ti£ *)m oxi^^mjmm'M 
s-ri.. tnm, kwmm&xv-i-tLxmm.- 

ra^^7x^?agja±+ia^5x!K^iajsj; o i o 

"CBv^fflJgSH, ?^>tc#tL<«i. +fa^'5X!K» 

MS^-S „ 9 nXy&W&Zt'iz £ -> 

«<0SStcaL^ ^1 2SfS~^l 68B*HS. m 
30 L<(±$«>2 4I^S~*fj 12 0^0, ^(CfiF4U<»i*«)4 

8i$ig~~#9 6i$ig-es>&. snia*ffi<i. ^^f^n^T- 

tt^\ mti§&®i}&t ixit. mm. m&m. & 
mm. &mmtr.zm>iy*x'to&im-fhiTm. ^ 
9amiwm&t&m&t'm^t>ti&. ^&a> 

[00 30] (ii) W/O/Wffi ( 1 ) 

mwmth. mrnm^hmz^wmm^)-? 
40 -£tz\i^<r>^aywmmmm^mmi. ms. ( i ) 

( i ) MB&i:^«T';&£. *^SWS?l«SrfflV^ 
^Ut. *<?)M%<oltmt. miB ( I ) ( i ) JStcfB 

#W-£tz\i*cr>&cr)imim®mWz. ^SlfiStt^ 

(«wa) £t ho ^ y^-7 hxge^^i-eos^si 
« tmmt Lxu. *. T/ua-m m. *9j- 
50 /k ^9J-)vm) <r>*mm. wsy*$m.. v*+ 
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^7-feh75K*i§i&^) D zwrnth. zeom&fa* 
Sjgtt!Bm^^«-eoS, b Ko*^77 hxjg&fcte 

o am) i w (M-Tfcta) xv^H^iftsstfc 

ffiMBlO, OOOte, J:9*F*L<litt5tt-Hft5. 
OOOfg. 8fc:JJ4L<:<i#10fg~*<)2 ( 0 0 0te*» 

sEpjgsffl. tixvzcotkwmmmmm ( i ) ( i > 

[003 1] (iii) W/O/WS (2) 

late ( i ) ( i ) mz§mtmm-cb&. 

ii. t Kn*^7-7hxI&fcJi*coSfc£ttrt#B?tt 
?y£1M«i: LtfflV^^. HKWWiifcO . 5 

~»7osg% , £*)mL<iifti-&6 omm% 
mm itzit^^mmMit-fmut o. 001 

rag/ml-10g/ml, J9if*L<«0. lmg 
/m I -5 g/m 1 T'JgtCif* UlilOm g/m 1 ~~ 
3 g/m 1 T'*>&„ ^SfffiKjJW. LT&»« 

v^ti(c«iStt*^^uggtclio^. fit 5. m 

^^^-ttz\mwm<r>^<r>im.x^cL. w/ 

*ffl*>{H»c*tU ifcl-#U0 0 0fi=L mi<u$> 
2-lOOfc J;0ff4L<{±iK;3~l OfgT'fc-S. % 
^tutw/oxv/l^ 3 ycottKKHJiHRWtJi^ 1 
5~2 0TrC\ &1 0—1 0. 0 0 0c P T\ JJ4 L< 
ttfcl 0 0~5, 'OO'Ocptti?." r6£ff£t/<i* 
»500-2,000c P t*l.. tf^vc, #£>*Ut£ 
Siitt^itti-eoig. t Kn* v77 hxKifcii 
-e<7)Jgfc ±tf4ifti*i#|gtttf 'J -?-tMi*<7>m>t>!8. 
SW/oxv/^ 3 y£*ffl*<djn;t, w (rt*ffl) / 
O mm I w (^Woffl) x7/^ 3 y^M3tfc 
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m>umnim<m 1 ©-hw 1 o . ooo<&. j:o» 

£L«±#5fg-Hfc50, OOOfg. ®\,ZftZL<\m 

iofg~#2. ooofgi^gtffts. JJB<oft*ffl+ 

mmmmm a) a) mizmitm®T$>z>. 

[0032] (U)m®& 
*&izi:iX-?4 7v$7*>U£Wkti>m&izli, m 

io e ( i ) <o**wm£miLiz±m&ffl»mtfi:itz 

COS. t KD*v77hxjg4fc«i*<o£:BJ:tf£ttl*) 
#fl¥tt*'J v-4fc»i*coe<03^£>j£i>fij#Hs££ 

mtX-?4 9v*~T*L)Vt:1Sx&, ®(fcS-££. 1*37* 
;K-y 3 y^inSffif^c^O . 01-1, 0 00 
fe.ft*L<\mo. 0 5-5 0 0fg. ^ft»4L«i 
#>0. l~2 0 0^*^StfnS. 37-tiK-y 3 y 

20 h Kn*v-)-7 hxI^;£»i*<DfifcJ:tf£ftrt#8?tt 
L<(i. ME ( I ) ( i ) <0*+$a&aT'te®fcP8<0 



[00 33] (III)iamMS 

OS. tHo^v77hxS47tJit<o)SiJJ:^*rt 
^fSttHfJ v-4^ti-tc7)Jg03#Sr^WrS*«i^K 

40 i§) wsaiSrtfciiSL. wbxffimmzmtuwm 
h. &JX)\,tLx\i. mm. z^yxivm, 

t\J&. loE ( I ) co**SaSffi-CEKfc|^o;^-eifc 
l\ l&co-zJ 9ntrT-t)\sim<7>ffl&bLX'?4 9u 

*7-t>u<7)wmi ( i ) o**&mmzmLUz>m% 

mm£1zli*<7)%. t KP^f^77 hxmitditcr) 
50 ^^^Mx.<fn-^U-x^r^-^-=fci:Srffl 
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23 24 

■cseaLfcft. ^'x y f sfrtt-xmLxm* tz^iztx^mmzmtz-thm. u-t y-x 

>f^o^-r-f ^ttfH-i.) i:LTtiv\ s^t yrxis-f-zt-zm^xngmzmiztf^im 

Zt>lztttinm&lXl>£<<\ Zz\X%t>tih #8JU:&. ?nx7 xTco$mizmLX^Zi& 

»j6Lfcasiwa{iwi*r**. *mmim% Lx&mL&th. mmn*. m=Fm±<?>mm<: 

mmntvx3*=,ir7\.xm&z%tsmL'&mto(r> io tz^wkmm^ntxh^.wmmmtLx 

wm&£.^xmcth. #§mmiz&uxit±im a. mm. vy-i>-;k t-kto. t 

mmt lx. zms&^Ti-vmt L<mmtL yr>m m. *->x9-^m) ^t'comnm. 

[0034] (iv) 2XT-/rm wy>wfRtZifimft>tih. %&X'i>. vy-H 

aco^T-^L/iSfijt^^sidtb *v*isi-7 ?vx7 *Ti)m±mmL%i^ffi[*iximL 

m. mmmistttxit. mad) a) tie® tizx^xm^hhcoco. Hmizitwraxy^r 

tmrnxht. ttzmmmmm^&w&tzit. z<7) 20 mtmfccoi&&tzmuzt£. ®i2tm^mi 6 

wsv&Mt. me ( 1 ) ( 1 ) mtsffit mmx'$> m. m t< im 2 4 f$ra~~#> 1 2 oi^h. l 

£. ^SStt^^t HDdf hxi8g££irf £ <{i*«>4 8l$lil~#79 6fifST'*«». V>f 

mm. n-^u-x-yr^u-^-^t'Srfflv^T fflffl, S86«. ^irtfi/di^y+TMasiag-r^* 

mf^tit. zco±oizixmitfz>kw&mm<r)t z^^xm^m^x-m^mt^mmit^K # 

KDdf^-)-7 hxigjgs:^w-ri,iaj£ifij^^ig^s7g ^>^-7>f ?nx7xTi±mm#^%mi<?>B®& l 

&^) ^fl^rs-ta^s. mrnmrntLxa. 30 t<c\ w^a*#t£ffi^fca { T'£s*:«>. a 

mm. Ao^v^ttf (W. ^o^^y. ? StB^£#<o^**g«£*i|,. 

od*;|,A, ^□□i^y > h^nox^y, QJg [003 5] (V) Uf'/rg 

fl^3Sl30 . x-x;l« («. x^x-tvk >f yr &mmm®itzit*cv&$±M(?&wm^<m& 

o^x-x/Mf) . BttBxx-rMflL »B?x^- Aco^MX'tf LtzMMit^z^i, Xdizt. Vu+irf-y 

/k »g?7?-;M?) . ^S^^bk* (0L hxse^^«^^^*S^^jKtJiit. £S7Sttfe 

ftR^k*3fe6«jsF4 l< . mz : j?uu*?ytfimx'b tmti. mmimt: ixa. ma ( i ) ( i ) tea 

xKJg$:^wr&ffl^«!l^-iftf*«^^?8[$:*ffl+(= 40 <0M#^)Jt¥ti» lulfi ( I ) ( i ) JWc8EHkH«r» 

An^-. O (jftffl) /W (*ffl) ySr^S-fr iXV^T'. 4a«tt!fe«cr)t h'pdf^7 hxi^gSr 

j*fa+^«E^^$*, 7^nx7x75i $tttt&%immi*mwzmi. o (m) /w 

^lf&~^10, OOOfe. J:0»lfcU<J±^5<&~*!) aafeStf, -?4?nX7±T*W<mh. ZffM<r>*m 

5. 0 O-ffff. Wt»rL < 0"fl!pS»2 . 0 0 0 <4^{i. -JE«(3{ijlt|ffl^c^-l-fg-*t)-l-0 ... 0 0-0 

fga^mm*. ±e^i-*ffl+tcjni.-ct>j;v^.^ ». i <om t<^5fg-^>5 . o o ofg. 

tLT«. m&ftnmih&wtztiizmt&iimtf znm>mwmm9i(iv)mzaeMtmmx'hz,. * 
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BTiboTfciV^ £®SttB»Wfct Ko*W-7h JfcAlAifcOftO. Olmg-lOmg/kgM^) 

x&fc<02^^j£l>^ttV>f:?o*7xT#. £3 £33. KHiflO. 0 5mg~5mg/kg 

mjmttFa*isi-7 hx.m£.#mmixv-? imomfrt>mmxzttfX'*&. iwzti'xwk 

6. #ira«0t£ttttfflj£1«i« *?>2£2*:{i,r:fi£>£ 0. 05mg-50mg/kgMffliI. ££>t#2 

m^^comtmttziimif>s^m. mm. =r- , sMJ£zttfx$&. mmsHzm. i*\h 

^t'^.<mfkmm. &nm (m. *~r*m m. ® tzm. tt&m*R m. 3*j?. 4 »f\. 6*fl& 

x&^&ztffX'Zh. mm. *mi<r>&wm& W£&z±->xmM&&zttfX'%h. *%wm)m 

(Tween) 80, HC0-603^#BiStt8L tT^oyl?^ co&M&t'CTrm ■ &m\k LXM^ZZ ttfX'% 6 

y. 7Dt^<5^^i:') „ m. miti-h m m. msam. Tm*mis%t') . 

vy%t') mtmz*.&fgmwk-$-hfr. ^m. 3- mmmfc. mmm. nmmim. zm'&mmm 

ymKt'vmmtmzimLxmimmmtLxmm 20 w&m*t^>mfm>im<7) : m ■ amm. 

izmxz mmmmmt -tzzt #t-£ h . mnht<a. *<otmm> v y mzkzmm l 

[0036] ^mmmtm^m^ma. mm& fc*£cti» ^mcom ■ mt) -mzt ltjb^& 

m\t ixm-th^za. zmwg.. wmzm zk**x$ h.zuz. it*^* yfwwkTb&VL. 

&t&mx'$>tiifx<. mm. T^s^st tx® H-RH®%&x%&&mtziiJmmM:k'<ryfm ■ 

0. l~300/*m, #H<\iX)0. 5~150/xm I&g#lfc fCtH^S-I 

Offiffl. §^(Ctf4L<{il51*^10 0AmO.e>HT' [003 7] 

*i&Bfl^&ttfflj£!B!i^iiMsa'j{^s(c»i. s [*ififfii] jaTcwiflL mm&xvjmmzmx 

^jLmimmizTf&iim. ay^mx-wmthnm. ^m^^zmmizmm-htK ztit>iz*?mz 

mmizmifr&immtmfttti&tf. mzmzzti msi-t&hoxii&K 

*wn<mMmmti\\t. i&m&x'h&cnx. m 30 mmmi 

HJMft (.m. hh, B. A. 77 N-(S)-Tetrahydrofur-2-oyl-Gly-D2Nal-D4ClPh^D3Pal- 

h. lzMLX3ck%mm%£tLXm^&Z Ser-NMeTyr-OLys(Nic)-Leu-Lys(Nisp)-Pro-DAlaNH 2 

&!mmwgcr)imK*)cr>&5-a.tixii. mi * [€2] 




zmmza-?v-x.yTX)s-?-zm^x®«izx3o%m£izi. mmzm&ztt. ^mmm^j^n 
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Q.mvMXW-lVTlVa-fr (EG-40. B*£f£ft 
¥S) /l«400il^aAL. 9-\z>W**$*V 
-$rfflV^T8.000rpiTlgtf LO/Wl7;kyg yfc L 

?no*?y£JSi!t;*-tf\ 7 5ju 

m<OBia^<OiS^^fflV^TraJgL. &MHm (05PR- 
22. BiSfM) £JflWt2,000rp.. 5$H5kO&frTV 

X7xT<±'>^g^£;&n;tTB#fSc&. 

{±6 5%T\ -e-f ^ox^xT^co^Tf-KA^itJj: 
3 - 1 F v— 2-^*7 hxlJ/XT^ H At ;PJt 
Ji*il-m7 5. 4%. 1. 94T**>-5^. 
[OO38]H&0«2 

^Tf- H A?)ffl«igl785. lmgfc J: 1X3 - b h'U^>— 2 

(«/w) *• 'J b'-^T/lo -/Mcigig 1000ml 4«(caEA U 
?-b'yS*t 5 *?-*fflVrt8.000n>a-CflH¥ L O/ 

wxv;^ 3 y fc L*:. -eco^cosmiiofe^ 1 es» 

?-KA£fti>J:t/3-b f7 FxK/'s. 

7-^-FAt;Hk«-eiX'fix5 4. 3%. 6. 1 5TJb-> 
fc. 

[OO3 9]HS&0«3 

^7^KAtf)it*?»S1800mg. 3-hb'D^y-2-t7 
hxKi73mgi>J;tX?lS-^'J3-;H!?*a^ (?LffiE 
/^'j3-;H!=50/50 (t^X) . fig¥%ft^Sio.io 

o. st¥%a-^S5.67o. r/^yafctc.k&a^tf**' 

/l^fi 268. 8jumol/g. WffiMmm) 2g£>-' 
9uut? y6ml £V x? 2ml ?)^fr&}g$£fc: 

0. l%(w/w) 'J b'x;|,r;Urj-;l,*^?6900iol *t^A 
L. ^-b'yffi*tSdf-9--$-fflV^T7,000rpmT:li#L 

o/wi7^ 3 yiLt. .icdo/wx-7/1^3 y£ 
sst 3 mmm ix *j? vuxfya xvx.? j -iv 

H£fflvrC2, OOOnw; 5WBI^T ; "Cv4 ?n*7t;U 
T-fe/^IILt. «&2ix;fcvOo;$7*-fen4±250ii 
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zimxm\-Lxigibti-?4 tvtr&ummmm 

(±7 6%. v^n^Tb/^^Tf-KA^ftfeitf 
3-b HD^f^- 2-^-7 hxgE/^Tf-HAt/PifcJi 
-Hvffl.34. 7%. 1. 1 9X'b~>tz. ZLXZ<?m 
mfsM^it&^1i:M.xmLX^if>tzmmmii. 84. 
6%X'h->tz. 

[0040] mm* 

^7-^-HAc7)i^Sl900K. 3-b Hodf^-2— ^7 

wz5i-?>-h->i'to.(rz. L-TfrX-y&m.vuw 

w)^U \z—iUT)l>3-)\'*ffitB00itlWz&AL. ?-b* 
yS*t$*-*-£Jfll,\ 7.000rpniT1S#L-CO/WX 

«(;:LTV>f 7o^7-b^5:^„ aSflnUr?y^}™ 
/^ff^TIS^LT^fc-W 7 u#Tb/KO»[H]JK 
$118 5%, v4 7n#Tb/H><^7-^FA^Mi>J: 
3 - b F n^- 2 — f7 hx^/^.7^- F At/Ht 
20 \±Ztl?tl38. 6%. 0. 8 3TJ>ofv:. -£LT.Itf) 

m^&ztt&x-'tmxmLxxttotziiAmmi. 8 

8. 9%X'b->tz. 
[0041]HifeW5 

7Vn-)VWl*>/75 (tM) . flfi^F^tfH^ftlOJO 
0. &¥%JHfM6.1(Mh T^yftSfcii^U*^^ 
;PSfi 2 6 5. 3jun»l/gC0aS-^U3-;^Jta 
^fttC^ML. ^7no^^yfi^6.5mlt^5gL^W 
*WU IQ£0il4taKtH«tLTV>f7o^T-b^ 

>f ^ a*7--b/l'«7)®fiIlIiR^<±8 7%. 7>f?n*7t 
tW(7y<T1~ K A^StJ J:V3 - b Kodf 2 — 17 
hxK/^7-^-KAt;HfcJ±-eixm3 8. 3%. 0. 

T*^SASft$J±. 88. 3%X'h->1z. 

[0042] $mm 

^rf - h a <ommm\m)u>giiXiff[M- ? y 3-/nggt 
s^* (?LK/^y3-;n?=5o/5o (tM) . mm 
^■™2,7oo. fky-imrm.m. rwm&tz 

40 t.hiHA'tf*i'MEk 2 0 9. 2x/mol/g v flBlfi^ 

lz. 3-bKD^-2-^7hx8^hy>A«|l%in 
g^*2.3«.l ^fgL^^?6E^Jni*t -ff-X-?L^ 

fm)rGemm*a7.^~i>^i!0..tt(«/. 

w)^yb*X^T;l'3-^7|<^?S800nil'ft~aEAL, ^~ 
b'yM** 5Jf9--5rfflV^T:7.000rpmTl^ tW/O/ 
wi7^i/ 3 y i: Lfc „ dW/o/wi7/P-/ 3 y?- 
^i§T- 3 mmm lx o 9 y i txx 9 j ->v 

50 ^»lifc*v^±dcffl+tJ£St$-l*:. iilrtlSMS-ltt: 
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ttmzttxmmuz. ztiznim&Anzftmt. s 

«W-CltiJ1>l/C:J8H>fcv4 ?o#;r-fe;K7>®ftlIIJK$ 
&7 9%. v4?o#T*^+?>^7'?-KA£ftfcJ:tf 
3-t Ho^x-2— f7hxK/^r^KA^;UJtti 

-Wi.eh.3 2. 8%, o. 9it'j>o/.:. -ei/crcon 

2%X't>~>tz. * 
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30 

* t0043]#^fll 

g, *^iHififif|3~5T'#<?.itJt^'f^D*T-fe;t, 
#60mg£0. 5 m 1 tf>#Hj$iE ( 0 . 25mgtf>#/P 
-•K^v^f-yHr/Pa-X, 0. 5mgi0^t>y;K-h 
80, 25mzW>-Y-)V*mmLtzm*) 
ffcLT8~l 0iig&aittSD5>y h^Wa5*Tfc2 2G 

[SI] 
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IS 
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33 


4B 


^fcfcll 


73% 


3 0% 


11% 


6% 


6% 


23S0H2 


8 5% 


3 7% 


9% 


1% 




336*13 


7 0% 


3 1% 


1 4% 


9% 






7 7% 


2 9% 


1 1 % 


1 0% 


6% 




8 1% 


44% 


2 5% 


1 7% 


13% 



KDdf ^-2— J- 7 hXgc7)2#*^^S-7-f ?OX7 
x Trt> h<ry^T^ k Acofttm . WtcojfcPcojli, He J: 
3-bKn*x-2-7"7hx&<DM&#£ 
V^Jd^T-^-HAW&ai^aE^TftoJt. H 

te. 2#^*^^6-7-f7nX7xT*^(0^7-f-K 
[0 0 44] 11*60117 

5-oxo-Pro-His-Trp-Ser-Tyr-K.eu-Leu-Arg-Pro-NH-C2 Us 

{mMwmfrf-msb.m. st^^^sis.ooo. ?oi> 

Ibgfiffifc i.hiJ i"}l>mmO. 4m mol/g ) 3. 08gfc 
J; If 3 -b h'D4f 2 — f7 bxeo. 12g$rx?OQ 

fc^fc»£LT**S>*4f , -t3tfl:U W/OX 
•VAsisay&JB&Ltl. &VvTNI<DW/Oxv;lo'3>' 
S\ ?&15iC(dM0LT£VvfcO.lZ 
/P3->P (E(F40. WtMm) /k^OOBl* 
AU ?-b>S*^$*^-£ffllvC7.00(>rpmTl£# 
LW/O/WlV^yaytLit. vKOW/O/WXV 

x^y-;P?r»ti^^L<i^*ffl+lctea§-ti:. jfifflS: 



XXwrStfrMHI (05PR-22. BASfi^) £fflV>T2.0 
OOrpm. 5#mc04kfrX'^4 7v*r7'*)\s : $:imZitXffi 

muz. z\ti*mxm%*izm.i£. zttzmtom* 

*W*KBa«i21.3X, 3-tHodr^-2— f7h 
30 xgf£4«2.96Z-CJ>ofc. ^LTd<l^cO||3K#4$: 

IYC106.6X, 3-tb'D^fy- 2 -7^7 hX&tfcWt 

[0045] Hi£fll8 

^Tf- K B<0|ffltJSl.2g^l.2ml (7)|gS*(^fB t 
?Slr. DL-ma^f* (fifi^J^F«25,200. 
#7412,800. 5KMM%MmfcXi#Arf**'fi*&L 
62.5jt/mol/g) 4.62gt>«kt/'3-b Kodfv-2-^-7h 
XKO. 18g£ ^7dd^? V7. 5ml fe J: tfx ? 7-;W). 45 
40 Bl^S^^TIg^ LtlMMt ^ LT^^E -r 
-TIL^L. V//0x.-?H>is3>£mi$LLtz. ^X' 
^W/Ox^j/Hy?:, ^15r(c|BS5LTfcV>^ 
0.1Z (wM^C'J t'-)UTiU3-J\s (EG-40. B*^«fl: 
^S) *j§&1200<Dl4U::ixAU ^-h*yM*tS^ 

-^fflV^7,0()OrpB'T?jgJf LW/O/WXV/ki/g.Vt 

Lst. d^W/o/Wx-7;l/v- 3 ySrgigT'3^f®Jl# 
LX is? an* ? yfeit/x^ y-A^IHtS:^ U±M- 

§<o6iv^fflv^Ttsat. &vvt'ii'i>ftS8aja (05PR-2 

•50 2, BS:S?#m) SrfflWt 2,000]-^ ymcDg&TVj 
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3 1 32 

£WMlX®MUzW$t!i%.mLX$iMtLT:mti 7^KB^fitil8.022L 3-tKDafy-2-t7bx 

<f<7y<7 , f-KB^flJi21.33:. 3-bKo*x-2-7- T90.1 Z> 3-b Kn*y- 2— f7 hx&fcfcWC9 

7hxg?#ft«2.96rct>-?fc. -eLT^ix^^OHS^ 0.1ZT*ofc. 
*£tt&***ttfc LT*«>fctf ASWtt. KB 10 [0049] HSfcflj 1 1 

fcfctvC99.7Z. 3-b Kn*^- 2-7-7 hxKfcfc ^Tf-FB<OfteJSl.202g$:1.20«I^S*CS)StJt 

wcioizrcaofc. DL-?Lsea^c (fi4¥%7KP*i9,9oo. 

[0046] IHSW9 ^tH^SIOJOO. ?*gHti£ft&£ J: Stf^**^!^ 

HteW8{ca^^DL-|Li«^#$:. DL-&g?fi£ Sl04.6//mol/g) 4.619fcit/3-bHo4f^-2— 

ft (84^^^428,800, St¥%#?fil4.500. 7< 7 hxm.Y19g£ : J?an*?y7.'5a\t5£Vx? S- 

^fl^ftftfcJ:l»^^W>'/t«478.1 J uiDol/g) fcl- ;H).45»il<7)gW«S^iT-S«?U^g?St^LT**^ 

ma Lti-?>- h-i\s*E\rW.xm\- lxm mT-?y~ h-iwmo&to.m&t tt^mtmm 

tbtzU i?D^7*b;KOS4@iR*ti5 0. 2%, v4 8fcSai:H*CLTv-f ^o^r-fe^*?:^. gx 
^o^7"b^4 1 cO'<.7*^-HB#fi(i2 0. 82L 3-b 20 JnLfcvvx hwk£tntTI!kftl/C$*>&'?'f 

HD^$/-2-^7hxKMUi2. 7 8rc*ofc. r-fe;KORSH|JR4Mi61.«. V-f ^o^TMrA***^ 

-eLTCn^OHS^aSrttii^ftT'^LT^^S T?-FB^g{il5.883L 3-b Fn*i/-2 — 7"7 KX 

A£&*fcL ^Tf-KBK&Vvt 1 0 3. 4 %. 3-tF R^ai±2.23%T-&ofc. * LT^4>«0|^^42:ft 

QJf y- 2 -7"7 bxBfcfcWt 9 2 . HX'h~>tz. S^^4T#LT^:tSAS»«. 17** K BfciJ^ 

[0 04 7] Jt^l T77.753L 3-b Kodfv- 2-7-7 hxRfctiVva 

- H B«BH«B1.2g*1.2iI^«*fcj8lf Lfc» 5.05XT*r>fc. 
. HJIM9 k PI tDL-?LRffi£f*4. 8g£ no* [0050] mm 1 2 

^yi.mx-mmLfzmmtis^Lx^^-f-^^-x' *7+vBvm^i.M&&\.<toi<m%*£.fmit: 

W/OXV^gy*. : f»15X;taWLTtii^fc0.1Z 30 %#7fi7.100, Jfcffi^Ptf^l^^junol/g) 3. 

WiK'Jh'^r*^-^ (EG-40. B*&jft&i* 85gt>J:tX3-b Kn^v- 2-7-7 KxlSO.lSgSri''? 

K) *jgffil20<M>t>£&AU ^-b>M**5^- OD.X?y5.5ml:fc<ktfX:?7-/M).35iBlO;g^i§« 

*JflV». ^OOOrpm-CW/O/WXV^y a y fc Uc. « T1§8?L lF-"CfUfcU 

THS60ll8tP«fc:»^LT-7-(^D^7b;^*^^ W/Oxv;l^ 3 y£JBfiltU:. *OfcOtMBiiatSW 

fc. ^Jot^yxh-^^fl^-ci^hLT^^v-f 7fcfe$fcPm:LT-7>f?o#Tb;i^*£#*:. v 

7o#Tb/U^4[I|lK?&±53.6X. W 9X3it7^ -Y ^o^7"b/KOMfiigiR$l±48.8Z. 7>(?n^7-b 

4>^7f-KBt-fi<il2.1%. X'fritz. ZLXZttm /P+co^r^-KB^ifcEl^HL 3-tb'n^fy-2- 

J££ft£m*£fit1&LT:&6fc^T^KBOttA¥ 7-7 hx&-&4li2.96XTJ>o£. ^UT^^^OieS 

im.exx'&nx. m&m9iztt^xitiMz&\ l \ & $&*tt&*-'kmx'®ix*it)tz%mmii. *r*F 

oT3-bHn4fv2-7-7hxK<7)mMcJ:0^7 , f- 40 B££wa06.5X. 3-b Ko*x- 2-7-7 hx&fc 

H B£OtfASft$* { ±#U.:v: fcJ2HJte*>T'$>6 . teV^T98.7%T'*>-p^. 
[0048JHJSW10 l005\]imM2 

^7^KB<O|ffl!Sl.00gSrl.00!nl<OlSS*t^UJt ^r^FBcOftKfSl.OOgSrl.OOml^STjc^^L^ 

DL-UKfi^ft (a§¥^^fi49,5oo, st¥ i&s*. nife^i 2 tm tvL-ms&m.oo&z : J?n 

S45.9/xmol/g) 3.85gfcJ;^3-bHn^>'-2-7-7 TlLfllL. W/OX7/|/y 3 y^JgfiRUfc. -e^j^O 

hxSO. I5g5: y?na^ ^ W. 5mlfc il^x^ J-M. ^m±HM^7 tcS^k Ltv^f ^ n*r-t;^ 
4mlOSW8^T'^(BL^?gi:^LT* ; E^7-f V>f ^a*Tb/K7)©4[HllR$<±48.7%. V 

1f-T'?UtU W/Oxv;^ 3 ySr}g)£L/v:„ «T W ^o^r-b^^rf-HB^SJill^lZT-ftofc. 
0.U (w/ w )^'Jb'^r^3-;l,7|c^g£7)?g4^1000in 50 -eLT^^HS^MSrtt2^^flT1^L-r*y)^7-^ 
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FB<OttA3M457.ire*>o-C USSfll 2lzit<Xii 
hirtZtiW ftoT3-bHaJfy2- *-7hx&?)& 
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